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^^i|M|fn^::$it€^ 



» I > • * 1 I • 



i • • * 1 * ■ ♦ 
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SUMMARY 
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The invehtidn features a compound having, th (1) below: 




Wis oii^ei; o^t!te^ fe^ (xiii): 



Si 

.••■-■xi-:-!-.---;"- 



R 








0-S 



■I 



• > » • ■ ■ • • ■ 



m 



S^e?i||i^^^ 



• f • ■ t k • ' ■ » » ■ ' • f » 



■ I i » * » • « 



■ « ■ * * 
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pharfTiaceulic^lly Q \4 es^ter of a <Jisclgsedi;fc^ For 
ex^mplGi the <ji§clo$^::aicq 

obtaified by irepiacingi tfii^lH group with a r-G( =d JG- vi ai?^ 

TlTe invehtiqiiial^^ 

(a) a Gohipbonidi of fSp (B) a phamTaiGsfeoiiGally-ac^ 

Tile iriyentiph g method for tre^ 
as eanee^ resterici^^ 



(includiriig; ^ematopdfe tie.;^;^^ 

cj^nceris include 
giajstj^ei no/^ 
invention indydei 

■ :(o^ani:0t^ ' 
/cy^tlfq^ 
cartjiprnegiialy^ 
iselieOTa)^, 

■iftfe^itteij^ 
:reov^^ 

""" :$U!fe?T:als^^^ ■ ; 
m^tfibid^f^^ 

i-adiaitidn therap^ 

tax^fiieora 



•andi:ClaifhiS:::tiSlb^^ ' -f-i--^ v-:'-v--: - : 
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OmM LED PESfeRi PTiQN 
The invention features diai^l artiine^^c^^ pharmaceutical 
: cdrti|?o;sitiGns thereid^^ and : me thpd s of using s uch compounds ahd c6mp<? 

; Acxx>iPdmgld 
irtiiibitorSi M£^^ 

;q( Mif^P kina se pathway desert i6v lihe 36. to wlUnih 7, lihi^i 4 

vRaiettt Nurnber 5.525.625 ?h 7; lines ii^^^g^ip^ : 

|:;pe;;i^mf ii^^ inGO rpprd te^ 

(S^airi terrnsi are <^ e^iH^cJ tii^ usage thi'OMgt^sut thj^^ 



; grpups are^:i^ brancheidi s if uctu^ . 

;:;|i^p|n^^ 



♦ • ♦ < • 
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groups rriay h double or triple bondSviespeeUvely. or a mixture 

thereof; Wke-aiky;i!ig^^ 



arid tftey; may ; b^^^^ 35 
substituted fe^^ trahs;-2'^j:iti^i^^ ;3-ph enyfc2r 

hydiro^f^ ^^^n^^ 2^p^Qp0 ilvi;;ph>^ 

alkSliyls ean fe^^^^^^ 2^4 or G 2^3, for examptei and are preferably € 3^ or C 3-8^ 



hydrpxyalky!,: hy drpxyalkenyi. hydroxyalkynyl, hydip hydrpxyaryl , and 

eprrespprt^ 

t^r^lij^r^^ . 



* ♦ • * ► 



- » » • • ■ 



• • » < « 1 1 
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BvCompounds 

in 



formula (I ); in the Summary sectioa 

Embbdim^nts of tb^^ 
orfehloroi^C^^^^^ ■ 

alk^riyl ori^lkynyr gra^ : : ■ 

th^e point Irror exa m 

ibdbiT2=rTR(St . 




; (46);;:. ■ , ^2000^^204077 

:phenYlamino-hP*ienylH 

• • ^ ... . ■ . . . ... •.*,■'- 

0en^am^ .: 

^;;^^:::r^^ 

plienyl]^t1;3.4ith 

■ ^:-V-. . ;:3:/; -i-^^pb!?^^ ^y''y--- 
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phenyg^[1:.3,4]thiia^^ 
phenyf}-{1^3;4]Qxadi^^^ 

pl1eny!HJ,3,4]ipxa^^^ " 
phei^larnjiiq^ 

• -Il^dthrai^cbl^ 

;:x-y--v.-:':;:;i.;V^^^ 




phenylamino )-phenyl]4soxa^^^ 
phenylamino)-pftenyl]-is^^ 
phenylamhio)-phenylHsoxa20 
5-riifro-phenypHSoxazol-3-Qlv 
phenyl]r1-methyl-1 H^y^ 
: - ph^^ 
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pheny lamino^iS-nitrQ-pheny^^ 1 -[4-fluprdr2r: • 

ic>db-^2vmethy!-phenylamin6y^ . 
fluGr<)r2H^;rip<^ 

pj^pnyiahiiri^ 
m^thyHpfv&ri 

<^i!|!y<iirpT2f>^ 
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Schem?^ 1 





■(51) if§az^ 



Scherne 2 
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Scheme 3 



..... -^^^^ ■■ 





^ I.AcOJ^^r, 
^ . /AcdH 




2 KSCN 




o 

. 1 

.......... J^.. 
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The dlselose^j compositions are useful^ 
the raipowtrc ideliaitrri^nts: fer diSjeiatses or co^nditiohsjdisi Summa ry 

seietion; as well as d 

Ex^iiFiple^i j^^^ oirgiih 

transjpteht r^eii^ of turrors: suc^l: as; b^an^^ : pariGreettic, 

brain, prostatic^ 

. .. ;:/;:-:.;ilv;;©oi!s^ :: .-Llz-i^'vs ..: :: .; 



i;;acc:Oixt 
methc^ 

age; v/^igWt.xi^^ . 

pr^sfenfee; of oi^^^ In igene^rai^; an eW^d^y^^^ behveeii; - 



weigtit.: 

:ia;n#f|j^^ 



. , - 



:-;aque6tfS ::: . 

-•ingliitjdjo 

iAdifirilnisi^ 

intrarngsc 
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such as lecithin, a surfactartt, or m apprapriate partiGfe size: Garr^ 

for solid dosage forms ihdude (a) fillers or extende^^^ (b) binders, 

(c) humectantSi (d) disirirt^gratingi: agents^ (e) solution retarders^ (t): ab$qf ptiori . 

accceJerators. {g) adsorbants/(hH; agehts. artd 

(j) propeliants. 

Compo^itioris itiay la is*>: coni^ mch ei$ pmsieivingi ; 

:^muisifyingv and dispeins|:F^^^ 
ohiorobutanol. phenQ!, ;af?d 
chlprlde; absorption^ 

gelatin; and ■ abisorptforirenh^ : 



pharrnaceu^ 

:;:;i?|[nd-:Rae^^^ 

' Pharrnae^u^^ 

-i^ieiEi^ ; ■ ■■■ 

-;t|^S;ue^- of ::pati§n!fe;;^A^^ 

nitr^t^v aeetatOv . 

i5etf»26at)ei laci^te; p^ 

ijiltirlirat^ii^ 

ihieceih tr^ 
:;s^0j!5Tijd^ 
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•gnd p^tionaiiy between 1 and 2 additionalihet^ Prefierrbd amfdes are 

d^?i^i?d;from am 



0 t-i-^^ikv^ cydoa Ikyl , phenyl v and ;phiBnyi(jS^^ . Preferr dd esters 

■iineludeSftlet^^^ ■ - -• • .......... . ........ . 

fufictlofiait gm^ 

iace^ win be: useful; as ifiti^ • 



I «*■>•» 4 



r©onvei^i!!|?n; 

:ibUp^^ 



* ' 



4 p • V I ■ I i 
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1-melhyl-1 -m^thoxyefhy^ 

fluproetriyl. 2^2;2rtrieh toroethyl , 2rtrimethy!silyethyl; 2-(phen^ /-butyl, 
allyl, p-chlorophenyl, /c^methoxyphenyl; 2 . 4^initropHenyi, a nd benzyl. 

Substituted Benzyl Ethers 
Substitutiid benzyl ethe^^ include: />^irTiethqxyben^?^lv;3 
o-nitfobenzyl;p-nitr6ben2^ 

p-phenylbenzyl. 2- and 4-pieoIy^ 3-methyl-2-picoIyl /Vroxido/ d 
P; p^initrpbehzhyd 

meltryli /j-methoxypl^ di(p^metho>yphe thyf; ir^ 

(p-rnethpxyphef;>yy 

raethyfi 4i4';;4:^tns( 

: 9-(9^i;ib^ jiyi); xa^^ and 
:$ilyl others jny 



• « • • ■ I « • 



» I : ) ; , . : ' ^ - 
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methoxycrptonate,: benM 
(mesitoate). 

Carbonates ' 

Carbonates indude: met^ 2.2,2-trichloroethyli 
2^triini0ttiY(sify^ eithyli: 2^{pljeiiV4su^^ 2-(tripl;ienylphdsp^ ettiyl . : 

:isobutyl>: vinyl,: aj[y!|/^^ 
o^itrobenzyl/ 

Irrtetbyiiditfi 



Examples iO^fassist^^ 

aadQrbutyrat^^ 

formylbenzene^ulf^ 



MiscellaheQUs Esters 
In ad<^ to: the^ a b0>^ 
methyjjgil^TO 

ifTion^ 
itejrimei^^ 

F^teietiy^^^^ 



(60) 



the pjpt^^^^ and 1 ,3-dioIs group inGft^^^^ ketals, 

(3]^ methoxyrW 



■ » ■ > • > ■ 
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ally!. 3-bufen^1 -yl, 4r:{tri;m^^ pnnamyl, d^meth^^^^ 

phenyl, />(methy.lrner<^^ 

S u bstituted Benzyl Esters 

Substituted b^ni^yl estersi triphenyfmethyt, diphenylmethyl, 

bis(p^mtrophenyijmethil;^-^9^^ 
stiberyl, . 1 tpyir^nyli^ 

2i6-din1^tho>(yb6i^^ 



Siiyl este*3 i^^ 

Mlscelianeousji^^ . 

and pentaaniifiQ*^ 

. ....... §i^!S]iM^!^--i-:! 

l|x|rTJpf<^^: of 



^^liSribanii 



•«*>•••• 
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earbanriates 



earbamates include: methyl an<J eto^^^^^ . 
■ SubstNted Bhyf 

Stibsti&ted ethyl pix)te^^ : ; 

tflmethyisilyiethyl; 2-phenylethyl^ 1.1-dimetHyJ-2- 
haloethyl. 1. 1dimethylr2.2Klibrorndethyl i,1-diiTieth>H-2,2,24flGh : 

|^Hdyl)p^ 
i^iiyii 1-4sp|^ro 

alkyldrth /)^me thpxytenzyli^ ; 

paiiiji 



igriSiePtioa 

PhotQlytic Gfeava^ 
Phptpiyi^ such asv S^Sr : 

dim^elftJox 3i4HjimethQxy^ ■ : • 

■:Exartip:(es:;^ 
cfenyatiy^i;^^ 



> > > J • , • I 



' ♦ - ■ ' 
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Miscellaneous Carbamates 



In additibri: tdfhe aboveivm^ farrtyf, S-benzyl 

dlmethbxyeaiiD^ At AZ-dime 1 ; 1 nji metKyl- 

aiSp)j5eiSi^^ 
inethyl, 1 

ethyl; l^rneti^I^I^^ 1-oiethyI- 1-(4-p5iT 

pr(ptie n>4a S^t^irnetfei^ and: 



Airtfd^ V 

Amidiefj^ir^die^s^ /^apetyl; Ate ; ' 

. • :::-::: -A§$iistiii ;:i:;i;:: •;•:;•:■: ;S :S:|- :^ > i:^::- 

::)^si^ist^a:;;iS ii^^^ 
d^efiv;^^^ 



Gyelicijnfif^^ 
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1;3rClirnieth>i-1,3,5^W^ 5-substituted 1;,3^d^^ 

1,3,5-tnazacyclqhexanT2T<>n^i 

SPECIAL^NH f^(yiri(^^ ■ 

lenariiine dgn^ 

A^AIkyiandf^/^ ■ 
A/r^alkyl and A^ar^^ N-s^i 
iTiethyt yVi^a-aceloxypro 
quaternary ammoniqpsalte^^^ 
Af^rd iber^zbsube^^ 

■ • ■ , taine;Beny<^^^ ■ . 

methyji^Tte 

/S^dij^hylj;^ 

Mclialk^ : : 

■Exaiiipies;.pf -A/^fehzesr^U 



i I • ♦ » • * ■ * I ■ 




1 ■■■ 

• WGhiofb^^ 

> (Scheme 2; Ri =GI:. :R^==R^!=H^; m=£^^|i : :";-:^'V:: 
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V^s sepai;at^^^ 

thick cblbfi^ss:<^^^^ SpC^ {17;4 m^^^^ : : 

reaction; tQpR;p^ 

•■-■•arid e>^i^i?^ ■■•;■■■■■■• 
:give 

1;':. ^'gMWyi:']^ 
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filter mat./ ^P.r^ Using a : 1 20$ Beta^late: . 

Corpppunds are 

to ascer^in wheth#:<^ 
two additional protiJedls are^^ In the firet protocol; <>pf^ 

^ded to tube$;;cdrTtarR 

inhibitorsv; while CiS^^ 



32 



: in vilfp MAP 1^ . 
tSp #i^f?iHi is 



:;Gn;;a: 



iiaiifeiijrSaip^ 



n 



■■••r*P| 
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p6fyapfylamid6 ge! Radjpactiyity ihcpi^ipjo^ cietermihecl 
by autbradibgraph^^^ and subsequent SGintiilatidn eounU^ bands. 

mutations at po^H^^ 218 arkJ 222-{GS7^iEHt^ Wheh;ltese two 

siS^ Sf e pihbsph^ activity^ 1^; jnera^ai^ il^osphoryiation of thi^^ 



can 



Forthiis 



^ssayi 5 i*g !^ is incubated vi^ttv 5 jjig G$trM APK-KA for i 5 minutes 

at iSp^G^^^ 

:\!^mM^t^ 



in 
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semm albunnin, After .24^puf semm5tar/^ andspeciric 
growth factors are added and incubations continued for an additionai 24 hours. 
Dufihg the: final 2 hours. ^H-thyrriidine is added td.the mediurn. To terrninate the 
ii>:ubations, the eefl layers washi^d tWioe w 

pj^osj:>hate-t>Liifte Afl^r tM finai wasfi^ kei-cotdb^i^ acid -i s 



tf ichtoirQacetkr; a 
times^witlidis^^ 

addition of 2$S? Radioa^ 
•:by.scintiiUaSpin^^ 



ts 



metabolic efP^ 
■than --airibliife 



■ 



EXAMPLE/: 



^fortelayer"^ 



-ei^ 



hours Mti^jT^^i^ 

iriGubatibn ;ls additionai days. Gelfe are then: 

vveiis byjin^ 



Gfbvvth til 



arei 



ririie^ : ; 



ji Goijagjeti 



■«*»««*» 




. . com 

■ ■ ..qr--upv-to-:t0o • ■ 

^^^^^ : <^ 

and 200 TTi^^ 

^ ^^^^^^^ ^^v;::^ 
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Ypltiiji^j;aMyt>S!^ such as day iSa^ Paw volume 

is determlA .. 



EXAMPLE 11 



Kfeuse jear^h6art:te model 



i^pMt^^ into the ear pfnna of mice: a nd : rats; Jii^ ; and Toxic. Meth, 
39:9^17 ;t1i99&j)l^^ combinations 
of;ab;Sol<L|i#^ propylene 
g|j?cpji:;Q^ yefiicle. Mice 

are dps^d oif^lfy orM from the; day 

o^transpfant (day 0) pro are 
:di(i^$!eid; 

••;ls;^i9ft|stji0t!^ 

;i|]|ie|rt:ii$^ 
: sealj;^ji;afvJ 



.;^df^Ii|yrat|;::i^^ 



. • I I . . I ',\ , ; 



. I-. . • i p 
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. . EXAMPLE 12 

Western Blot Analysis^^^ 



Add these ingr^d f epis;:^!^^^ 



Stock . 

(j^lyc^ol. phospli^te • 
1MHEPES 
Triton X-1 00 
ddHiO 



AnnoCint 



:ig:s:tb:5Q0ml 



Final' Goni$eh^ 

1.:%:. 



■and-^i^hotjiMi;bfe^ 



•1; 



jAimbcrnt 

Wmm 



v:■^^-.dd•;^Hi^^^^^ 



-20i^C 
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:f:inai Concent ration 



1>M PMSF 



1 mM JLeupeptin. 



Stock. 



Amount 



100 mM 



.250 jiL 

1:100 In ddH20,;::^^V^^^ 
then 25^1 to ;jy;sis>;fe»lR^^^ 

i.i;9-|tL-.-- • 



80Q ; fd r 5 i; minutes^at 4 '6 to^^y ^ pi: lysis buffer tO: eaqh - 

Wei(i(eacrt we repeafedl^ 
'M lysj^ ce!ll ^ on; plate,; ; On$e ;n<?n^ h^iyieiteen pelleted ' ; 

tfi^ supernatant and resu3pend ^ peiiet with the buffer firbrn tie . : 
eorfesponding:weJI.\P|^^ 
ni6n?fcdh$i^ 

■■-30>;G.- • ■ - ; 



;6el ; :Elebti[x>ph&fie^ 



x;LC26^}t£);l:t^vyn^ 
Igadedf^ 



Maxiiiium:A^ 



- • i • "I 
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out Gomfe;. Rln^^ I X Tris/Giycine/SDS njnning bu Orient gels in 

theJVIini^elliS^^ Filllhe 
cpi^ ■ with!; ijfjjfi^^ chiecking fb r leaki ng. pnei-f tin tte gels for 1 5 minutes at 



fi;:;itis;;mQst id 

of s^miDtej^^ Tp; C9lcula te the N^lumes^TO 

Heat 

:af-1^5 ^^^^ 



transfer 
lieafgng, filf tij^ 



ft/lurihe ovalbumin-indu 



1*44 • I < 



: : F^^ftlale;^^ iTiiee: are ciMai n^d fro^ Ja^ftsdn;^ 



*-■<■>■•* 



I « I ■ * • 



• • b ' > ♦ * t < • 



X 
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with a single i ; p. ihjectbn of OV^ (grade V, Sigma Gheniieal ebmpSnyi St: Louis . 

Mp) adsorbed to aJurn, (tQ |ig OVA + 9 .alum in: 200 sialine); or vehicle, 
control. {9 mg: alum ;m ;20Q^ on day Q. On day i# th0; .m^ 

challenged with a aerosbj .cbhj^Ung of 

(weightA/o^ ; Ifi :;saiiie;v:^ by a nebulizer (siti^ll ; fiarticl^ gener,ato r, 
model Sf^^ 
are 



Posirig is <^Sy -starting^ o^^^^ or day 13^ 'St-i:^ 

extendlriaihi^ :!iSVJ^";i!l!--!v!:c^' '-^7.: L 

For dete^rm^^ 

OVA aerosol chalterig^e f^ 

of anesthetic (Ketan^irie/AjQ^ 

and canny latedv. 

cold; PBSV AifiJ^ 

iehumerateKJij^ 

FL)i T^io remaining B/^^ 

the ceUs; are rBsu3pi|n|d!e^^ : . : . . 

■G^|^rwm;:(HyC^ 

(iehtnfugeji in a^^<^ ; ^ 

is^alhed ■ : 

difiei^entiateSA^ 

siibsetisi the : nu mberiof edsihbp^ . 



» ■ - ■ » « 



^;es$enUar:le^ 
Inyeritiori^^a^^ 

fnpdifi^doby i addife 



^$^|t^;tjy^ 



•I i. I 



* ■ •* 1 



I ... I . ; 1 ■ .1 1 . • 1 I ..... i 



■ I • ♦ : J i . I ; ; ; : : i • 



1 1 1 1 • • I , . • • I . ; ; 



; ] r - : . I ! 1 ; 



■ I ! I [ t i 



!.*.*.; i . t < ■ I * • 
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i. 



Abstract 



Behzoheteroar^ compoyrid^^^^^^ and using themi and 

epmppsitidns containing 



2, Representath/e Drawing 



■ • • • * • 
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